A METHOD FOR THE PRENATAL DIAGNOSIS OF CHRONIC GRANU LOMATOUS DISEASE (CGD
Analysis of the physical arrangement of globin genes in cellular DNA is now feasible. High molecular weight DNA is digested with site-specific restriction endonucleases, fractionated in agarose gels, and hybridized with radioactive complementary globin cDNA either in situ or after transfer to nitrocellulose filters. This technique permits direct, autoradiographic visualization of DNA fragments containing globin gene sequences in DNA isolated from normal individuals and those with hemoglobinopathies. Comparison of the hybridization patterns of different DNAs provides a convenient, sensitive system for the detection of globin gene deletions or rearrangements. Study of homozygous athalassemia (hydrops fetalis) DNA revealed complete absence of specific DNA fragments containing a globin sequences. The sensitivity and clarity of the visualization of this deletion indicate that this new approach will be especially useful in the prenatal detection of globin gene deletions or rearrangements in amniotic cell DNA of fetuses at risk for severe thalassemia syndromes. In order to study whether the reduction in protease activity is a generalized phenomenon in CF, we have quantitated proteases in cultivated skin fibroblasts derived from patients with CF.
AMNIOTIC FLUID CELL CULTURE
Fibroblasts were grown in MEM and fetal calf serum and harves ted by scraping. The cells were homogenized in 0.01M veronal HC1 and 0.15M NaC1, pH 8.3 and centrifuged at low speed. The supernatant was assayed for reactivity towards MUGB by following the liberation of 4-methylumbelliferone(4-MU). The activity was particulate, inhibited by benzamidine, and not inhibited by p-hydra ymecuribenzoate. The mean "titre" values (nmoles 4-MU released per mg protein) corrected for nonspecific hydrolysis of MUGB wen Samples Cultivated normal human amniotic fluid cells gave values in the range of those observed for control skin fibroblasts.
These data suggest that the reduction in protease levels in patients with CF is a tzeneralized phenomenon.
